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(71) We, IMPERIAL CHEMICAL 
INDUSTRIES LIMITED, Imperial Chemi- 
cal House, Millbank, London, SWIP 3JF, a 
British Company, do hereby declare the in- 
vention, for which we pray that a patent may 
be granted to us, and the mediod by which 
it is to be performed, to be particularly de- 
scribed in and by the following statement: — 

This invention relates to new quinazoline 
derivatives which possess anti-inflammatory 
and analgesic activity, and it is an improve- 
ment in or modification of the invention de- 
scribed in cognate United Kingdom patent 
application Nos. 51086/71, 18116/72 and 
30767/72 (Serial No. 1,356,834). 

In the above Patent specification there are 
described comnoiinds nf th^ f/vt-»r»tti«. 



covered that such compoimds possess useful 
anti-inflammatory and analgesic activity. 35 

According to the invention there is .pro- 
vided a compound of the fomula:— 



H 



wherein R^ is a Ci_a-alkylthio radical, R^ is 
hydrogen or a methyl radical, R« is hydrogen 40 
or a Ci_3-alkyl radical, and R^" is hydrogen. 
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Page 4, line 79, for syrup read syrupy 
Page 6, line 1, delete whole line insert wherem 

R' and R^^ have the meanings stated 
THE PATENT OFFICE 
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pounas wnerem is a quina2olin-4-yl radical 
bearing an alkylthio radical in the 2-position 
of the quinazoline nucleus. We have now dis- 



for example, 5 - methoxy - 2 - methyl - 1- 

(2 - methyldiioquinazolin - 4 - yl) - indol- 65 

3 - ylacetic acid, 5 - methoxy - 2 - methyl- 
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(71) We, IMPERIAL CHEMICAL 
INDUSTRIES LIMITED, Imperial Chemi- 
cal House, Millbank, London> SWIP 3JF, a 
British Company, do hereby declare the in- 
5 ventioa, for which we pray that a patent may 
be granted to us, and the method by which 
it is to be performed, to be particularly de- 
scribed in and by the following statement: — 
This invention relates to new quinazoline 
10 derivatives which possess anti-inflammatory 
and analgesic activity, and it is an improve- 
ment in or modification of the invention de- 
scribed in cognate United Kingdom patent 
application Nos. 51086/71, 18116/72 and 
15 30767/72 (Serial No. 1,356,834). 

In the above Patent specification there are 
described compounds of the formula: — 




I 



wherein, among others, R^ is a quina2oiin-4- 
20 yl radical bearing a Ci_jj-alkylthio radical, R^ 
is hydrogen or a methyl radical, R^ and R'^ 
are hydrogen, R^ is a radical of die formula 
— COR^ wherein R^ is a hydroxy or Ci_g- 
alkoxy radical, and R^ is hydrogen or a Ci—g- 
25 alkoxy or Ci^s-alkyl radical or a halogen atom, 
and the pharmaceutically-acceptable salts 
thereof. 

However there is no specific example of a 
compound wherein R^ is substituted by an 
30 alk3ithio radical and no disclosure of any com- 
pounds wherein R^ is a quinazolin-4-yl radical 
bearing an alkylthio radical in die 2-position 
of the quinazoline nucleus. We have now dis- 



covered that such compounds possess useful 
anti-inflammatory and analgesic activity. 35 

According to die invention there is pro- 
vided a compound of the formula: — 




wherein R^ is a Ci_3-alkylthio radical, R^ is 
hydrogen or a methyl radical, R* is hydrogen 40 
or a Ci_3-alkyl radical, and R^® is hydrogen, 
a Ci_3-alkyl radical, a Ci_3-alkoxy radical or 
a fluorine atom, or a pharmaceutically-accept- 
able, base addition salt of a compound of 
formula II wherein R® is hydrogen. 45 

A particularly suitable value for R'' is, for 
example, a methylthio or ethylthio radical, and 
a particularly suitable value for R^ or R^^ 
when it is a Ci„.3 alkyl radical is, for ex- 
ample, a methyl radical. A particularly suit- 50 
able value for R^* when it is a Ci_3 alkoxy 
radical is, for example, a methoxy radical. 

A particularly suitable salt of a compound 
of formula II wherein R^ is hydrogen is an 
alkali metal, alkaline earth metal, aluminium 55 
or ammonium salt, or a salt of an organic 
base affording a pharmaceutically-acceptable 
cation, for example triethanolamine. 

Preened compounds of the invention are 
those wherein R^ is a methyl radical, is 60 
hydrogen, and R^* is hydrogen or a methyl 
or methoxy radical or a fluorine atom. 

Specific compounds of the invention are, 
for example, 5 - methoxy - 2 - methyl - 1- 
(2 - mediylthioquinazolin - 4 - yl) - indol- 65 
3 - ylacetic acid, 5 - methoxy - 2 - methyl- 
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1 - (2 - ethylthioquinazolin - 4 - yI)2ndol- 

3 - ylacetic acid, 2,5 - dimethyl - 1 - (2- 
methylthioquinazolin - 4 - yi)indol -3- 
ylacetic acid, 2 ~ mediyl - 1 - (2 - methyl- 

5 thioquinazolin - 4 - yl)indol - 3 - ylacetic acid 
and die pharmaceutically-acceptable base addi- 
tion ^lis thereofj and methyl 5 - methoxy- 

2 - methyl - 1 - (2 - methylthic^quinazolin- 

4 - yl)indol - 3 - ylacetate. 

10 A particularly preferred compound of the 
invention is 5 - methoxy - 2 - methyl - 1- 
(2 - metfaylthioquinazolin - 4 - yl) - acetic 
acid. 

The compounds of the invention may be 
15 obtained by the processes described in U.K. 
Patent Specification No, 1,356,834, but the 
following processes are particularly appropri- 
ate. 

According to a further feature of the in- 
20 yention there is provided a process for the 
manufaaure of a compound of the invention 
which comprises reacting a compound of the 
formula: — 




25 wherein and R^" have the meanings stated 
above and Q stands for an amino radical 
( — ^NHa) or a radical of the formula:— 

/ 



wherein R^^ stands for hydrogen or a methyl 
30 radical, and R^" stands for a methyl or phenyl 
radical, or an acid-addition salt thereof, for 
example a hydrochloride^ with a compound of 
the formula: — 

R^COCHsCHsCO.R^ V 

35 wherein R® and R® have the meanings stated 
above, under the influence of heat. 

The reaction is preferably carried out at, 
for example 60 to 120° C, in the presence 
of an acid, for example hydrochloric acid and 

40 optionally in an excess of a low melting com- 
pound of formula V, for example laevulinic 
acid. 

The starting material of formula III is 
obtained by the procedures described in U.K. 
45 U56,834. 

According to a further feature of the in- 
vention there is provided a process for the 



manufacture of a compound of the invention 
wherein R^ stands for hydrogen, which com- 
prises hydrolysing the corresponding ester of 50 
the formula: — 




wherein R% R^ and R^'^ have the meanings 
stated above, and R^^ is a Ci_3 alkyl radical. 

A suitable hydrolydc agent is, for example, 55 
an alkali metal hydroxide, for example 
sodium hydroxide or potassium hydroxide. 
The hydrolysis is carried out in the presence 
of water, and optionally an organic solvent, for 
example ethanol, may be present. The re- 60 
action may be carried out at 50 to 150° C, 
for example at reflux temperature. 

According to a further feature of the in- 
vention there Is provided a process for the 
manufacture of a compound of the invention, 65 
which comprises dehydrogenating die corre- 
sponding indoline derivative of the formula: — 




wherein R', R^, R^ and R^^ have the mean- 
ings stated above. 70 

It is to be understood that by the word 
" dehydrogenating " there is meant the re- 
moval of one hydrogen atom from the 2- 
position, and one from the 3-position, of the 
said indoline derivative, so as to give the 75 
corresponding indole derivative. The dehydro- 
genation may be effected for example by 
means of a known compound having dehydro- 
genating properties, for example 2,3,5,6- 
tetrachloro - 1,4 - benzoquinone or 2,3 - di- 80 
chloro - 5,6 - dicyano - 1,4 - benzoquinone, 
in a suitable solvent, for example dry xylene, 
1,2-dimethoxyethane or dimediylformamide, at 
20 to 160° C, for example at reflux tempera- 
tiure. The indoline starting material of the 
formula VII may be obtained by using an 
analogous process to that described in United 
Kingdom patent specification No. 1,356,834 
for the production of analogous starting 
materials. ^ 

According to a further feature of the inven- 
tion there is provided a process for the 
manufacture of a compound of the invention 
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ivlierein RMs a Gi„3-alkyl radical, which com- 
prises esterifying the corresponding carboxylic 
acid of the fonnula 11, wherein is hydrogen, 
©r an acid halide or anhydride thereof, with 
5 an alcolioi of the formula R^^.OH, wherein R^* 
has the meaning stated above. 

The said esterification. may be carried out 
by reacting the said carboxylic acid with the 
alcohol reactantj ivhich may optionally be pre- 

10 sent in excess^ in the presence of an acid, 
for example a Lewis acid, for example boron 
triHuoride etherate or methanolate, conveni- 
ently at 40 to 120° C, for example under 
reSiiij, or by any appropriate general method. 

15 According to a further feature of the in- 
vention there is provided a process for the 
manufacture of a compound of the invention 
which comprises reacting a compoimd of the 
formula; — 



20 



R 



8 



with a qoimzoline derivative of the for- 
mula: — 



W 



to give a compound of the formula: — 




' 13 




25 



and then ring closing the said compound of 
the foimtda X so as to give the desired pro- 
duct of the formula II, and wherein, R^j R^, 
R^*' and R^^ have the meanings stated above^ 
30 and Y stands for a chlorine or bromine 
atom. 

The process is carried out, and the inter- 
mediates are prepared, in an analogous man- 
ner to that described for the production of 
35 analogous compounds in United Kingdom 
patent specification No. 1,356,834. 

The pharmaceutically-acceptable salts of 
the invention are obtained by conventional 
procedures. 

40 The anti-inflammatory activity of the com- 
pounds of the invention has been demon- 
strated in two well known tests involving 
adjuvant induced ardiritis and carrageenin in- 
duced oedema in the rat, their analgesic acti- 



vity has been demonstrated in the so-called 45 
mouse squirm test. 

Generally speaking the compoimds of this 
invention show activity at a dose in the range 
0.5 to 50 mg,/kg. No toxic effects or undesir- 
able side effects have been observed in the 50 
rat or mouse with the compoimds of ±e in- 
vention, at doses at which the compounds 
show activity in the above mentioned tests. 

When a compound of the invention is used 
as an anti-inflammatory or analgesic agent in 55 
the treatment of warm-blooded mammals, for 
example man, for example for the treatment 
of rheumatoid arthritis, it is recommended 
that said compound be administered orally 
at a total daily dose of 25 to 1000 mg. per 60 
70 kg. bodyweight, for example as an aqueous 
or non-aqueous solution or suspension or as a 
dosage unit form, for example a tablet or 
capsule comprising 5 to 250 mg. of the said 
compound. Alternatively, the said compound 65 
may be dosed rectally as a suppository at a 
total daily dose of 25 to 1000 mg. per 70 kg. 
bodyweight, or it may be administered topic- 
ally as necessary. 

Accotding to a further feature of the in- 70 
vention there is provided a pharmaceutical 
composition comprising a compound of the 
invention and an inert pharmaceutically- 
acceptable diluent or carrier. 

The pharmaceutical compositions may be 75 
in the form of, for example, dosage unit 
forms, for example tablets or capsules, or 
suppositories, aqueous or non-aqueous solu- 
tions or suspensions, sterile injectable aqueous 
or non-aqueous solutions, creams, lotions or 80 
ointments. The compositions are obtainable 
in a conventional manner using conventional 
diluents and carriers. 

The pharmaceutical compositions of the 
invention may contain, in addition to a com- 85 
pound of the invention, at least one known 
agent having anti-inflammatory and/or anal- 
gesic activity, for example aspirin, acetamino- 
phen, codeine, chloroquine, phenylbutazone, 
oxyphenbutazone, indomethacin, mefenamic 90 
acid, D-penicillamine, flufenamic acid, ibupro- 
fen or an and-inflammatory steroid, for ex- 
ample prednisolone. Those compositions in- 
tended for oral administration may, in addi- 
tion, optionally contain at least one antacid, 95 
for example aluminium hydroxide, and/or a 
uricosuric agent, for example probenecid. 

The invention is illustrated but not limited 
by the following Examples: — 

Example 1. jqq 
A mixture of acetaldehyde - (2- 
methylthioquinazolin - 4-yl) - p - methoxy- 
phenylhydrazone (3.5 g.), laevulinic acid (7.0 
g.) and a samrated solution of dry hydrogen 
chloride in diethyl ether (10 ml.) was heated jqS 
at 95--100° C. for 16 hours (the ether was 
allowed to evaporate). The dark brown re- 
action mixture was poured into water (600 
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ml.) and the yellow brown solid which formed 
was collected by iiltrationi air-dried and tri- 
turated with methanol (30 ml.) to give 5- 
methojgr - 2 - mediyl - 1 - (2 - methyldiio- 
5 quinazolin - 4 - yl) - indoi - 3 - ylacetic 
acid as a yellow solid, which was crystallised 
from methanol to give crystalline material of 
m.p. 175— 178* C. 

The acetaldehyde hydrazone used as start- 

10 ing material was obtained as follows: — 

A mixture of acetaldehyde />-methoxy- 
phenylhydrazone (2,3 g.) and 4 - chloro- 
2 - methylthioquinazoline (2.9 g.) in dry 1,2- 
dimethoxyethane [30 ml.^ dried over sodium 

15 aluminosilicate (molecular sieve type 4A; ob- 
tainable from BDH Chemicals Ltd., Poole, 
Dorset, England)] was heated under reflux 
for 15 minutes. The dark red syrup which 
deposited during the reaction was separated by 

20 decantation of the supematam: liquid. A fresh 
pordon of dry 1,2-dimetfaoxyethane (30 ml.) 
was added, and die syiup was again separated 
by decantation. The residual solvent was re- 



moved by evaporation to give acetaldehyde 
(2 - methylthicquinazolin - 4 - yl) — 
methoxyphenylhydrazone hydrochloride as a 
thick syrup, of satisfactory purity by thin layer 
chromatographic analysis [sUica gel^ 50% 
edier: 50% petroleum ether (b.p. 40—60° 
C.)] and by NMR spectroscopy. 




CH^CO^H 



25 



30 



Example 2. 
In a similar manner to that described in 
Example 1 the following compounds were 
obtained from the corresponding acetaldehyde 
hydrazone (or its hydrochloride) 35 







Characteristic 
Properties (m.p.) 


ethylthio 

methylthio 

methylthio 


methoxy 

methyl 

hydrogen 


214-215^C 
208-2 11°C 
205-207^C 



The acetaldehyde hydrazone derivatives 
used as stardng materials for the indoles de- 
40 scribed in this Example^ were obtained in 
a similar n^anner to that described in Example 
1, except that if necessary, thqr were purified 
by chromatpgraphy on silica gel using as 
eluant, an increasing gradient of cdier in 
petroleum ether (b.p. 40—60® C). 



Example 3. 
A solution containing 2,3 - dichloro - 5,6- 
dicyano - 1,4 - benzoquinone (0.56 g.) and 
methyl 5 - methoxy - 2 - methyl - 1 - (2- 
methylthioqmnazolin - 4 - yl)indolin - 3 - 
ylacetate ((l.Og.) mdry 1,2-dimedioxyethanc 
[40 ml., dried over sodium aluminosilicate 
(molecular sieve type 4A; obtainable from 
BDH Chemicals Ltd., Poole, England)] was 
heated under reflux for 8 hrs. The mixture 
was concentrated in vacuo and the dark- 
coloured residue extracted with chloroform 
(3 X 50 ml.). The insoluble residue was re- 
moved by filtration through kieselguhr, and 
the filtrate evaporated in vacuo. The bright 
orange syrup thus obtained was purified by 
chromatography on a column of silica gel 
180 g.) using a 1:3 v/v mixture of ether and 
petroleum ether (b.p. 40— 60** C) to give, 
after removal of solvents^ mediyl 5 - methoxy- 



2 - methyl - 1 - (2 - mcthylthioquinazolin- 

4 - yl)indoI - J - ylacetate as a paie yellow 
crystalline solid, m.p. 151 — 153*" C. 

The methyl 5 - methoxy - 2 - methyl - 1- 
(2 - methylthioquinazolin - 4 - yl)indolin- 

3 - ylacetate used as starting material was 
obtained as follows:— 

A mixture of methyl 5 - methoxy - 2- 
methylindolin - 3 - ylacetate (l.Og.) 
and 4 - chloro - 2 - methylthioquinazoline 
(0.9 g.) in dry 1,2 - dimetfioxyediane (35 ml.; 
dried over sodium aluminosilicate) was heated 
under reflux for 1 hr. The mixture was evapor- 
ated in vacuo, and the syrup residue parti- 
tioned between a saturated solution of scxiium 
acetate (30 ml.) and chloroform (100 ml.). 
The chloroform extract was separated, dried 
over magnesium sulphate and evaporated. The 
dark red syrup ci>mined was purified by 
chromatogxai^y on a column of silica gel (180 
g.), using initially a 1:3 v/v mixture and 
finally a 3:1 v/v mixture of ether and petro- 
leum edier (b.p. 40—60*' C), to give mediyl 

5 - methoxy - 2 - methyl - 1 - (2 - methyl- 
thioquinazolin - 4 - yl)indolin - 3 - ylacetate 
as a bright yellow syrup, pure by TLC [on 
silica gel, elution with 1:1 v/v ether and 
petroleum ether (b.p. 60^0° C.)]; NMR: 
2-CH3, doublet at 8.84r; — SCH3, singlet 
at 7.8t. ^ 
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Example 4. 
A solution of methyl 5 - methoxy - 2- 
methyl - 1 - (2 - methylthioquinazolin - 4- 
yl)indol - 3 - ylacetate (12 g.) in propan- 
5 2-ol (20 ml.) was heated at 95° C. with a 
solution of sodium hydroxide (0.2 g.) in water 
(5 ml.) for 5 min. The orange solution was 
cooled to ambient temperature and acidified 
to pH 3 with formic add. The mixture was 

10 evaporated to dryness in vacm, and the resi- 
due recrystalHsed from methanol to give 5~ 
methoxy - 2 - methyl - 1 - (2 - methylthio- 
quinazolin - 4 - yl)indol - 3 - ylacetic acid 
as a yellow, crj^talline solid, m.p, 176 — 

15 178° C. 

Example 5. 
To a solution of 5 - meihoxy - 2 - methyl- 
1 - (2 - methylthioquinazolin - 4 - yl)indol- 
3 - ylacetic acid (l.Og.) in dry methanol 

20 was added boron trifluoride methanolate (0.5 
ml.), and the dark coloured solution heated 
under reflux for 1 hr. Saturated sodium acetate 
solution (4 ml.) was added and the mixture 
was concentrated in vacuo. The residual 

25 orange oil was shaken with a mixmre of water 
(50 ml.) and ethyl acetate (50 ml.), and the 
aqueous layer was separated. It was further 
extracted with ethyl acetate (2 x 30 ml.), 
and the extracts separated and washed succes- 

30 sively with water (30 ml.) and saturated 
sodium chloride solution (30 ml.). After dry- 
ing with magnesium sulphate, the ^tracts 
were evaporated, and the yellow residue ob- 
tained was crystallised from aqueous methanol 

35 to give methyl 5 - methoxy - 2 - methyl - 1- 
(2 - methylthioquinazolin - 4 - yl)indol - 3- 
ylacetate, as a pale yellow crystalline solid, 
m.p, 151— 153° C. 

We are aware of U.K. patent Specification 

40 No. 1,407,658, claim 1 of which claims a 
process for making compounds of the for- 
mula:— 



45 




wherein stands for a quinazolin - 4 - yl 
radical which may optionally bear a 5- 
alkyl, Ci_5-alkylthio or halogen substituent, 
and and R% which may be the same or 
different, stand for hydrogen or a methyl 
radical, and R^ stands for hydrogen or a 
50 Ci„s-aIkoxy or Ci_5-alkyl radical, and phar- 
maceudcally-acceptable salts thereof. 

No claim is made in this Specification to 
any of the compounds defined in claim 1 of 
said U.K. patent Specification No. 1,407,658 
55 whenever made by the process claimed dierein. 



Subject to the aforegoing disclaimer WHAT 
WE CLAIM IS:— 

1. A compound of the formula: — 




wherein R'^ IS a v_ii — 3- alkylthio radical, R^ is 60 
hydrogen or a methyl radical, R® is hydrogen 
or a Ci_3-alkyl radical, and R^* is hydrogen, 
a Ci_3-alkyl radical, a Ci„3-alkoxy radical or 
a fluorine atom, or a pharmaceutically-accept- 
able, base addition salt of a compound of 65 
formula II wherein R® is hydrogen. 

2. A compound as claimed in claim 1 
wherein R^ is a methylthio or ethylthio radi- 
cal, W is hydrogen or a methyl radical, R^ 

is hydrogen or a methyl radical, and R^^ is 70 
hydrogen, a methyl or methoxy radical or a 
fluorine atom, 

3. A compound as claimed in claim 1 
wherein R^ is a methyl radical, R® is hydrogen, 

and R^** is hydrogen, a mediyl or methoxy 75 
radical or a fluorine atom. 

4. The compound 5 - methoxy - 2- 
meth5d - 1 - (2 - methylthioquinazolin - 4- 
yl)indol - 3 - ylacetic acid, or a pharma- 
ceutically-acceptable base addition salt there- 80 
of. 

5. The compound 5 - methoxy - 2- 
methyl - 1 - (2 - ethylthioquinazolin - 4- 
yl)indol - 3 - ylacetic acid, or a pharmaceutic- 
ally-acceptable base addition salt thereof. 35 

6. The compound 2,5 - dimethyl - 1 - (2- 
methylthioquinazolin - 4 - yl)indol - 3 - yl- 
acetic acid, or a pharm'aceutically-acceptable 
base addition salt thereof. 

7. The compound 2 - methyl 1 - (2- 90 
methylthioquinazolin - 4 - yl)indol - 3- 
ylacetic acid, or a pharmaceuticaUy-acceptable 
base addition salt thereof. 

8. The compound methyl 5 - methoxy - 2- 
methyl - 1 - (2 - methylAioquinazolin - 4- 95 
yl)indol - 3 - ylacetate. 

9. A pharmaceutically - acceptable base 
addition salt as claimed in any of claims 1 
to 7 which is an alkali metal, alkaline earth 
metal, aluminium or ammonium salt, or a salt 100 
of an organic base affording a phaiinaceutic- 
ally-acceptable cation. 

10. A process for the manufacture of a 
compound claimed in claim 1, which comprises 
reacting a compound of the formula: — 105 
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25 



30 



wherein R^^ is hydrogen or a mediyl radical 
in claim 1 and Q is an amino radical or a 
radical of the formula: — 



R" 



— N=C 



V 



IV 



5 wherein R" is hydrogen or a methyl radical 
and R^2 jg ^ mediyl or phenyl radical, or an 
acid-addition salt thereof, with a compound 
of the formula: — 



R^COCHaCHgCO.R^ V 

wherein R^ and R^ have the meanings stated 
in claim 1, imder the influence of heat. 

IL A process for the manufacture of a 
compound claimed in claim 1 wherein R^ is 
hydrogen, which comprises hydrolysing the 
corresponding ester of the formula:— 



13 




wherein R% and R*" have the meanings 
stated in claim 1, and R^^ is a Ci-s-alkyi 
radical. 

12. A process for the manufacture of a 
compound claimed in claim 1, which comprises 
dehydrogenating the corresponding indoline 
derivative of the formula: — 




wherein R% R% R% and R" have the mean- 
ings stated in claim 1. 

13. A process for the manufacture of a 
compound claimed in claim 1 wherein R^ is 
a Ci_3-alkyl radical which comprises esterify- 
ing the corresponding carboxylic acid of for- 
mula II, wherein R® is hydrogen, or an acid 
halide or anhydride thereof with an alcohol 
of the formula R^^OH, wherein R" has the 
meaning stated in claim 11. 



14. A process for the manufacture of a 
compoimd claimed in claim 1, which com- 
prises reacting a compoimd of die formula: — 



10 



NH-N-C.CM CH CO R 



21 




I 

C.CH;^CHj^CO;^R 



,i3 




wherein R% R% R*** and R" have the mean- 
ings stated above and then ring-closing the 
said compound of the formula X, under the 
influence of heat. 

15. A pharmaceutical composition compris- 
ing a compound as claimed in claim 1, or a 
phannaceutically-acceptable, base addition salt 
of such a compound wherein R^ is hydrogen, 
and an inert phannaceutically-acceptable 
diluent or carrier. 

16. A pharmaceutical composition compris- 
ing 5 - methoxy - 2 - methyl - 1 - (2 - methyl- 
thioquinazolin - 4 - yl)indol - 3 - ylacetic 
acid, or a pharmaceutically-acceptable base 
addition salt thereof, and an inert pharma- 
ceutically-acceptable diluent or carrier. 

17. A compound as claimed in claim 1, 
substantially as described in Example 1. 

18. A compound as claimed in claim 1, 
substantially as described in any one of Ex- 
amples 2 to 5. 

A. H. LAIRD, 
Agent for the Applicants. 
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wherein R% R'", and R" have the meanings 
stated in claim 11, with a quinazoline deriva- 
tive of the formula: — 
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wherein R^ has the meaning stated in claim 1 
and Y is a chlorine or bromine atom, to give 
a compound of the formula:—. 45 
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